Antiviral regimen complexity index as an independent predictor of sustained virologic response in patients with chronic hepatitis C.
Hepatitis C virus (HCV) infection affects more than 170 million people worldwide, and one-third of them have human immunodeficiency virus (HIV) coinfection. Multiple studies have been conducted in order to identify the factors that may explain different responses to treatment among patients. However, the reasons why HIV-HCV coinfected patients have lower responses to treatment are not clear. In addition, no studies have evaluated the influence of the complexity of the therapeutic regimen for hepatitis C infection on clinical outcomes. To (a) investigate the influence of the antiviral regimen complexity in the sustained viral response (SVR) in patients with chronic hepatitis and (b) adapt a method of quantifying complexity of an antiretroviral regimen for patients infected with HCV. A single center, retrospective study was conducted in HCV and HIV-HCV coinfected patients. We selected patients treated with interferon alfa-2a plus ribavirin between January 2005 and December 2010. Patients with severe psychiatric disorders, those included in a clinical trial, and those known to be nonadherent to treatment were excluded. The dependent variable was the sustained virologic response and the independent variables were sex, age, race, stage fibrosis (F) ≥2, presence or absence of cirrhosis, low hepatitis C baseline viral load (defined as ≤800,000 IU), viral genotype, rapid virological response (RVR), serum gamma-glutamyltransferase (GGT) levels, ratio of alanine aminotransferase to aspartate aminotransferase (ALT/AST), serum cholesterol level, presence or absence of diabetes mellitus, and antiviral regimen complexity index. The latter variable included drugs for HCV and HIV infection, but no medication for other comorbidities. To evaluate the complexity of antiviral treatment we performed an adaptation of the system developed by Martin et al. (2007) in HIV patients. The factors determining the complexity of treatment were the number of medications, dosing schedules, administration methods, special instructions, and required preparations associated with antiviral regimens. Sample size was estimated by the Freeman equation. To determine the independent variables associated with SVR, we performed an univariate logistic regression and subsequently a multivariate analysis with those variables that demonstrated a statistically significant difference in the univariate analysis. A total of 156 patients was included (76% men, mean age 44 years) of whom 45% were HIV-HCV coinfected. 75% were genotypes 1 or 4. The univariate analysis variables-genotypes 2 and 3 (OR=3.10; CI [1.38-6.95]; P=0.006); HIV-HCV coinfection (OR=0.36; CI [0.19-0.69]); presence of cirrhosis (OR=0.27; CI [0.10-0.73]; P=0,01); F≥2 (OR=0.44; CI [0.23-0.84]; P=0.01); low baseline viral load (OR= 2.05; CI [1.01-4.17]; P=0.048); RVR (OR=17,60; CI [6.84-45.30]; P less than 0.001); complexity index (OR=0.71; CI [0.58-0.87]; P=0.001), showed statistically significant relationships with SVR. Complexity index (OR=0.67; CI [0.52-0.87]; P=0.002) and RVR (OR=20.04; CI [7.33-54.85]; P less than 0.001) were independent predictors of SVR in multivariate analysis. The reliability of the multivariate analysis was checked with the Hosmer and Lemeshow test (P=0.079). The medication regimen complexity may be a crucial factor to achieve therapeutic success when treating patients for hepatitis C. The adaptation of this index in patients with HCV provides an objective value of the antiviral regimen complexity and could help us to identify patients in clinical practice who require multidisciplinary attention. Simplification of the antiretroviral regimen might result in a greater response to treatment for hepatitis C.